EXTRANEAL (icodextrin) Peritoneal Dialysis Solution Page 1 of 42
Risk Evaluation and Mitigation Strategy NDA 21-321

Initial REMS Approval 03/2011
Most Recent Modification 02/2014

NDA 21-321

EXTRANEAL (icodextrin) Peritoneal Dialysis Solution
Baxter Healthcare Corporation
32650 N. Wilson Road, Mailstop WG2-3S
Round Lake IL 60073
224-270-4427

RISK EVALUATION AND MITIGATION STRATEGY (REMS)

I. GOAL(S):

To mitigate the risk of morbidity and mortality associated with the use of non-specific
glucose monitors and test strips in patients using EXTRANEAL by:

e Informing the dialysis clinic staff managing the patient’s treatment (such as
peritoneal dialysis nurses) about the drug-device interaction and the potential for
falsely elevated blood glucose readings in patients using EXTRANEAL.

e Informing patients of the drug-device interaction and the need to alert health care
providers of this interaction whenever they receive treatment outside of a dialysis

clinic.

II. REMS ELEMENTS:

A. Medication Guide
A Medication Guide will be dispensed with each EXTRANEAL prescription in
accordance with 21 CFR 208.24.

B. Elements to Assure Safe Use
1. EXTRANEAL will only be dispensed to patients with documentation of safe-

use conditions
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a. Baxter will ensure that EXTRANEAL is only dispensed to patients if there is

documentation that the dialysis clinic staff managing the patient’s treatment

has completed the training on drug-device interactions involving

EXTRANEAL. The “Dialysis Clinic Training” on drug-device interactions

consists of the following:

1l.

iii.

1v.

Vi.

Vil.

Vviil.

iX.

X1.

Why EXTRANEAL patients have elevated blood levels of maltose;
How maltose interferes with non-specific glucose monitoring systems;

How maltose interference with non-specific glucose monitoring
systems may result in falsely elevated blood glucose readings;

What are the consequences of falsely elevated blood glucose readings;

The risk of maltose interference with non-specific glucose monitoring
systems for up to 14 days following cessation of EXTRANEAL
therapy;

How to confirm that patients are using glucose-specific monitors and
test strips;

How to use the Baxter tools that are available to assist with training of
dialysis clinic staff, and to assist the dialysis clinic staff with training
EXTRANEAL patients;

The importance of educating patients to alert health care providers of
the drug-device interaction whenever they are admitted to the hospital
or in other medical care settings;

Information on the EXTRANEAL Patient Kit - how it should be used,
what it contains, and how patients will receive it;

Contact information for glucose monitor manufacturers; and

Contact information for MedicAlert.

b. Dialysis clinic staff are responsible for training patients at the time

EXTRANEAL is added to their prescriptions. The patient training includes:

1l.

iil.

1v.

The importance of verifying that home glucose monitors and test strips
are glucose-specific;

Why only glucose-specific monitors and test strips should be used;

The potential consequences that can result if glucose-specific monitors
and test strips are not used;

The need to alert health care providers of the potential for glucose
monitor interference when admitted to the hospital or in other medical
care settings;
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v.  The importance of informing caregivers of the potential for falsely
elevated glucose readings and the need to communicate this
information in an emergency situation on the patient’s behalf;

vi.  The risk of glucose monitor interference for up to 14 days after
stopping use of EXTRANEAL,;

vii. A review of the EXTRANEAL Patient Kit, which includes the
following:
1) “Dear Patient” Letter;

2) EXTRANEAL Patient Training Tool,
3) EXTRANEAL Wallet Card;
4) EXTRANEAL Wearable Item (e.g., a bracelet and/or pendant);
5) Stickers and a magnetic hang tag for patient charts and
prominent display in the hospital setting;
6) Letters to hospital staff, including;
a. Physicians
b. Nurses
c. Pharmacists
d. Laboratory Services
e. Admissions Personnel
7) EXTRANEAL Prescribing Information; and,
8) EXTRANEAL Medication Guide.
viii.  Informing patients that the EXTRANEAL Patient Kit will be delivered
directly to the patient’s home in parallel with the first delivery of their
EXTRANEAL prescription.

c. Ifadialysis clinic’s staff have not managed the treatment of a patient using
EXTRANEAL within six months of having completed training, Baxter will
ensure that the staff are re-trained before EXTRANEAL is dispensed.

The following materials are part of the REMS and are appended:
e EXTRANEAL PD Nurse Training Tool (Attachment 1)
e EXTRANEAL Patient Training Tool (Attachment 2)
e EXTRANEAL Patient Kit (Attachment 3)
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C. Implementation System

1.

Baxter will maintain a database of all dialysis clinics whose staff have been trained
and the date training was completed.

Baxter will maintain a database of all patients who are dispensed EXTRANEAL.
Baxter will maintain a database of all patients who have received the EXTRANEAL
Patient Kit and the date the Patient Kit was received by the patient.

Baxter will verify that all patients dispensed EXTRANEAL received a Patient Kit, by
tracking the shipment of the Patient Kit and obtaining delivery confirmation.

Baxter will monitor compliance with the EXTRANEAL program to help ensure that
EXTRANEAL is dispensed to patients who have received training by their dialysis
clinic, by conducting surveys of patients.

Baxter will update the U.S. country-specific glucose monitor list found at
www.glucosesafety.com every six months.

Based on evaluation of the implementation of elements to assure safe use provided
for under Sections B1 above, and in the manner described in the REMS supporting
document, Baxter will take reasonable steps to improve implementation of these

elements to meet the goals of the REMS.

D. Timetable for Submission of Assessments

Baxter will submit REMS Assessments to FDA February 28, 2012 and annually thereafter.
To facilitate inclusion of as much information as possible while allowing reasonable time to
prepare the submission, the reporting interval covered by each assessment should conclude

no earlier than 60 days before the submission date for that assessment. Baxter will submit

each assessment so that it will be received by FDA on or before the due date.

Reference ID: 3460344
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Attachment 1

EXTRANEAL PD Nurse Training Tool

(8 pages)
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Baxter

EXTRANEAL (icodextrin)
Peritoneal Dialysis Solution

Important Risk Information for All Patients
A GUIDE FOR THE PD NURSE
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2 | Important Risk Information for All Patients

Important Risk Information for the PD Nurse About
Extraneal (icodextrin) Peritoneal Dialysis Solution

Dangerous Drug Device Interaction

Only use glucose-specific monitors and test strips to measure blood glucose levels in
patients using Extraneal (icodextrin) Peritoneal Dialysis Solution. Blood glucose monitoring
devices using glucose dehydrogenase pyrroloquinolinequinone (GDH-PQQ) or glucose-dye-
oxidoreductase (GDO)-based methods must not be used. In addition, some blood glucose
monitoring systems using glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD)-
based methods must not be used. Use of GDH-PQQ, GDO, and GDH-FAD-based glucose
monitors and test strips has resulted in falsely elevated glucose readings (due to the
presence of maltose, sece PRECAUTIONS/Drug/Laboratory Test Interactions). Falsely
elevated glucose readings have led patients or health care providers to withhold treatment of
hypoglycemia or to administer insulin inappropriately. Both of these situations have resulted
in unrecognized hypoglycemia, which has led to loss of consciousness, coma, permanent
neurological damage, and death. Plasma levels of Extraneal (icodextrin) and its metabolites
return to baseline within approximately 14 days following cessation of Extraneal (icodextrin)
administration. Therefore falsely elevated glucose levels may be measured up to two weeks
following cessation of Extraneal (icodextrin) therapy when GDH-PQQ, GDO, and GDH-FAD-
based blood glucose monitors and test strips are used.

Because GDH-PQQ, GDO, and GDH-FAD-based blood glucose monitors may be used in
hospital settings, it is important that the health care providers of peritoneal dialysis patients
using Extraneal (icodextrin) carefully review the product information of the blood glucose
testing system, including that of test strips, to determine if the system is appropriate for use
with Extraneal (icodextrin).

To avoid improper insulin administration, educate patients to alert health care providers of
this interaction whenever they are admitted to the hospital.

The manufacturer(s) of the monitor and test strips should be contacted to determine if
icodexirin or maltose causes interference or falsely elevated glucose readings. For a list
of toll free numbers for glucose monitor and test strip manufacturers, please contact the
Baxter Renal Clinical Help Line 1-888-RENAL-HELP or visit www.glucosesafety.com.

Please see additional risk information on page 7 and enclosed prescribing information.
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A Guide for the PD Nurse | 3

Indications

Extraneal PD solution is indicated for a single
daily exchange for the long (8 to 16 hour) dwell
during Continuous Ambulatory Peritoneal Dialysis
(CAPD) or Automated Peritoneal Dialysis (APD)
for the management of End-Stage Renal Disease
(ESRD). Extraneal PD solution is also indicated to
improve (compared to 4.25% dextrose) long-dwell
ultrafiltration and clearance of creatinine and urea
nitrogen in patients with high-average or greater
transport characteristics, as defined using the
Peritoneal Equilibration Test (PET)

Contraindications

Extraneal PD solution is contraindicated in
patients with a known allergy to cornstarch
or icodextrin, in patients with maltose or
isomaltose intolerance, in patients with
glycogen storage disease, and in patients
with pre-existing severe lactic acidosis

.
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Information Regarding the Use of Glucose Monitors and Test Strips

All patients receiving Extraneal PD solution may

have incorrect blood glucose results when using
particular blood glucose monitoring systems.

sz of Extraneal PD solution results in slevated blood levels of
malose, a metabolite of icodedrin. Makoss intarferes with glucose
mionitors that utilize certain enzymes on their test strips, specifically
glucoss dahydrogenase pymoloquinclinequinone (GOH-PCGQ),
glucoss-dye-oxidoredustase (GOC) and in some cases, glucose
dehydmgenass flavin-adenine dinuclectids (G0DH-FALD), resuling in
falsaly slkevated glucose monitor resdings. This interference meay mask
true hypoghcemia o lead tothe emonsous diagnosie of hypsrghycemia.

+ A blood glucoss reading that s within the normal range msy
mask kow blood sugar, and a patient who is hypoglycemic may
appearto be sughycemnic. This could causs a patisnt or health cars
professional not to take the appropriate steps to bring the blood
sugar into a normal mngs

»  Afalsely slevated blood glucoss reading may make a patient who is
asughpcamic to appear hypsrghycamic, and could cause the patisnt to
get moras insulin than needed

* Baoth of thass situations can lead to life-threstening evants, including
lces of consciousness, coma, permanant neurclogical damage, and
daath

* Falzaly slevated glucoss kevels may be measurad up to two wesks
following cessation of EXtraneal {icodsedring therapy whean GOH-
P3O, GO0, and GOH-FAD-basad bloosd glucose monitors and test
strips are usad

Gilucoss monitors that utilize GOH-PCED, GDO, and in some cases
GOH-FAD MUST NOT be used for patients using Extraneal PD
solution. Blood glucose measurament must be done with a method that
doas not cause mattces interfarsnce with test meults. QLY glucosa
monitors and test strips that are glucose-specillc must be usad
for patlents on Extraneal PD solutlon. Contact the manutact urar
of the glucose monfors and test stAps to determing the mathod

that Is usad. For furthar Information, visit waww.glucosasatety.com.

To assist in patient
training, Baxter has
developed an Extraneal
PD Solution Patient
Training Toal that
contains important

risk information about
Extraneal PD solution
specifically intended for
patients.

Baxter recommends
that each patient b=
given a copy of the
Extraneal PO Solution
Patient Training Tool
and that all information
in the tool be discussed
with the patient in detail.

Baxter Confidential
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A Guide for the PD Nurse | 5

Recommendations for patient training and follow-up regarding
glucose monitors and test strips.

* Train the patient and all caregivers on the importance of using only certain monitors and test
strips and about the potential consequences if these guidelines are not followed. Instruct them
to ensure that any emergency contacts also be made aware of this information

* Use the Extraneal PD Solution Patient Training Tool and Extraneal Patient Medication Guide
to review the information about glucose monitor and test strip interference, particularly the
need to alert health care providers outside the dialysis unit (e.g., emergency room, hospital,
outpatient clinic, physician offices)

+ Verify the type of glucose monitor and test strips used by the patient; call or instruct the patient
to call the manufacturers to verify that the monitor and/or test strips measure only glucose.
Monitors and test strips that are subject to maltose interference must not be used

¢ Your PD unit has received a Demonstration Kit, which contains a sample of all the items
included in the Extraneal PD Solution Patient Kit. Prior to initiating therapy with Extraneal
PD Solution, review the contents of the kit with the patient, and inform them that an Extraneal
patient kit will be delivered to their home shortly. Also assist the patient in completing the
information on the Wallet Card included in the Extraneal PD Solution Patient Training Tool

* Obtain additional materials, including Extraneal PD Solution Demonstration Kit or any of its
components, Patient Training Tools, and Guides for the PD Nurse, free of charge from your
Baxter Clinical Educator or Account Executive

Recommendations if you suspect hypoglycemia based on the
patient’s symptoms:
* Treatment must not be delayed since severe hypoglycemia may lead to life-threatening

consequences including loss of consciousness, coma, permanent neurological damage
and death

* The patient’s blood glucose level must be measured immediately with either a laboratory-
based method, if available or a glucose-specific monitor and test strips

Baxter Confidential
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6 | Important Rizk Informetion for Al Patiants

Additional Information Regarding the
Use of Glucose Monitors and Test Sirips

Glucose Monitor Manufacturers

Thea fallowing list provides the names and contact information for manufacturers of today'’s most
commonly used glucoss monitors and test strips. i includsd for refersnce anby; you nead to
contact the manufacturar to ensus that your monitor and test strips wss a method that doss

not causs maktosa interfarance with test recults. This st does not Indicate that Baxiar 1S
recommending thasa products. You should call the manufacturer to verify if the monitor and test
strips measurs only glucoss, The list is curent as of January 2011,

Manufacturer Contact Information

- - BRR-ERR-EREE
Abbot D wiwww. abbottdabetescaracom
B00-318-8877, Option #5
Arkrey i arkrayussa. com
B S00-248-8100
Healihcars wivwwi bayerdiabstes.com
Lifescan, Inc SO0E24-5CAN | BO0-22T-5862
i(Diivision of Johreon & Johneon) wiww Ifescan com
Roche Diagnostics B00-858-8072

wiwwwmche-diagnostics.com | wwwiaccuchek.com

Protect your patients. Take these steps below.

+ [ your patients ars MadicAlert members, or members of another medical alart sarvice, ba
sura to encourage them to updats their medical infomation. MedicAlart can be reasched at
1-888-633-4208 o at www.nadicalert.org

fyour patients are not membsrs o a madical alert sarvice, ancourage them to wearthe
Extranaal PO solution necklacs or bracelst provided by Baxter in the Extransal PD Sclution
Patisnt Kit — this could halp to s=ve their lves

Ramind your patisnts to taks their Patient Kit with them to any medical appointmeants and
vigits to the emeargency room or hospital

If you hawvs any quastions pleass contact your Baxter Account Represantative at 1-888-T36-2543
If any of your patients need a replacement of ary of the componants in the Extransal PD
Saolution Patient Kit such as a necklace andior braclet, pleass have themn contact HomeCars
Sarvicas at 1-800-234-4080

Baxter Confidential
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A Guide for the PD Nurse | 7

Additional Important Risk Information

» Extraneal PD solution is intended for intraperitoneal administration only. Not for intravenous
injection

* Rarely, serious hypersensitivity reactions to Extraneal have been reported, such as toxic
epidermal necrolysis, angioedema, serum sickness, erythema multiforme and leukocytoclastic
vasculitis. If a serious reaction is suspected, discontinue Extraneal and institute appropriate
treatment as clinically indicated

« Patients with insulin-dependent diabetes may require modification of insulin dosage following
initiation of treatment

* A patient’s volume status should be carefully monitored to avoid hyper- or hypovolemia and
potentially severe consequences including congestive heart failure, volume depletion and
hypovolemic shock. An accurate fluid balance record must be kept and the patient’s body weight
monitored

* In clinical trials, the most frequently reported adverse events occurring in 210% of patients, and
more common in Extraneal PD solution patients than in control patients, were peritonitis, upper
respiratory infection, hypertension, and rash. The most common treatment-related adverse
event for Extraneal PD solution patients was skin rash. Additional adverse reactions have been
reported in the post-marketing setting and are detailed in the full prescribing information

General Peritoneal Dialysis-Related

* Encapsulating peritoneal sclerosis (EPS) is a known, rare complication of peritoneal dialysis
therapy. EPS has been reported in patients using peritoneal dialysis solutions including Extraneal
PD solution. Infrequent but fatal outcomes have been reported

* Aseptic technique should be used throughout the peritoneal dialysis procedure to reduce the
possibility of infection, such as peritonitis

« Fluid status, hematologic indices, blood chemistry, and electrolyte concentrations, including
calcium, potassium, sodium, magnesium and bicarbonate, should be monitored periodically.
Abnormalities in any of these parameters should be treated promptly under the care of a physician

* Overinfusion of peritoneal dialysis solution volume into the peritoneal cavity may be characterized
by abdominal distention, feeling of fullness and/or shortness of breath. Treatment of overinfusion
is to drain the peritoneal dialysis solution from the peritoneal cavity

» Treatment should be initiated and monitored under the supervision of a physician knowledgeable
in the management of patients with renal failure

Please see full prescribing information.

For more information, contact your Baxter Account Executive, Clinical Educator or the Renal
Clinical HelpLine at 1-888-RENALHELP (1-888-736-2543).

Additional training on glucose monitors and test strips is also available at www.glucosesafety.com.

Baxter Confidential
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Attachment 2

EXTRANEAL Patient Training Tool

(8 pages)
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Baxter

Using
EXTRANEAL (icodextrin)
Peritoneal Dialysis Solution

Important Risk Information for All Patients
A PATIENT TRAINING TOOL

Baxter Confidential
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2 | Important Risk Information for All Patients

Important Risk Information for Extraneal (icodexirin) Peritoneal
Dialysis Solution Patients Who Measure Blood Sugar (Glucose) Levels

Icodextrin or its by-products, such as maltose, cause some types of glucose monitors and/or
test strips to give a false high glucose reading.

* A false high glucose reading could cause you or a clinician to give you more insulin than
you need

* A false high glucose reading may mask a very low actual glucose reading and cause you
fo delay in correcting the low blood sugar

» Both of these situations can cause life-threatening event

» Taking too much insulin or waiting too long to treat low blood sugar can cause you to
have serious reactions including: loss of consciousness (passing out), coma, permanent
neurological problems, and death

*  You or your PD nurse must confirm that your glucose monitor(s) and test strip(s) will
provide an accurate reading when using Extraneal PD solution

* DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase
pyrrologuinolinequinone (GDH-PQQ) or glucose-dye-oxidoreductase (GDO)-based
methods. In addition, some blood glucose monitors or test strips that utilize glucose
dehydrogenase flavin-adenine dinucleotide (GDH-FAD)-based methods must not be
used. Blood glucose measurements must be done with a method that does not cause
maltose interference with test results. ONLY glucose monitors and test strips that
use glucose-specific methods must be used by patients on Extraneal PD
solution

« Contact the manufacturer of your glucose monitor(s) and glucose test strip(s) and ask,
“Does icodextrin or maltose interfere with my glucose monitor or test strip results?”

* You must notify your PD nurse and dialysis doctor before you change your home
glucose monitor(s) or test strip(s)

« It's important to regularly check the test method of your glucose monitor(s) and test
strips(s) while using Extraneal PD Solution. Also, if the manufacturer that makes your
glucose monitor or test strips changes its methods of glucose measurement, be sure to
contact your PD nurse of dialysis doctor to let them know. They can help you make the
necessary adjustments

Baxter Confidential
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A Patient Training Tool | 3

Be sure to discuss this important information
about glucose monitors with your family and
friends. In an emergency, they will be able to
make sure the nurse or doctor knows of the
potential for false high glucose readings.

If you receive medical care from doctors
or nurses other than those in your PD
clinic, be sure to:

+ Tell the doctors and nurses that you are
using Extraneal PD solution, and that
some glucose monitors and test strips Also present your wallet card, which
may give a false high glucose reading explains that maltose may interfere with

» Take the Extraneal PD Solution Patient et e B L1 (O

Kit with you and give it to the doctor or included here.
nurse treating you. This kit has additional
information related to glucose monitors for
doctors and nurses

If you have any questions concerning
glucose monitors and/or glucose test
results, call your PD nurse or the
Emergency Contact number shown on
the reverse side of your wallet card.

+ Even if you stop using Extraneal PD
solution, this will not resolve the potential
for interference with glucose monitors or
test strips. Your blood will have increased

levels of icodextrin and maltose for . .
approximately 14 days after stopping the See reverse side for warnings

use of Extraneal PD solution ‘ ‘

Is using EXTRANEAL (icodextrin)
peritoneal dialysis solution
Ellﬂﬂ'lﬂ' Contact Infarmation
( |
PD ( !
Other Contact ( )

\ Bauder and Bxtrancal e fradumarks of Bader International Inc. O7-KX-XE-K4X 1010
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4 | Important Rigk Information for Al Patients

Extraneal (icodextrin) PD Solution Patient Kit

Becauss you are on EXtraneal PO sclution, you'll scon receive an EXtransal PD Solution
Patiant Kit dalivarsd to your home. This kit will contain tools you need to safely use EXtranaal PD
solution, alongwith information for clinicians on measuring blocd glucoss levals. Your PO nursa
will al=o show you & sample of the kit and explain all of the componants that ars included.

Whanever you recalve madical care — whather it's a schedulsd appointment, an ouwtpatbent
procadure oF an ameargency room visl — be sure to bring your Extraneal PD Solutlon
Patlont KR along with you.

Inziudead in the kit are a bracalst and a necklacs that are designad
to alert clinicians about the potartial for incomsst blood glucoss
rmeasuramants. You should wear one orthe cther to alert clinicians
sothey uss the right kind of glucose maonitor and test strips for you.
The kit also contains important medical information for doctors, nurses

and clinicians who provide care to you, other than those at your PD clinic. That's
why it's o important to taks the kit with you whan receiving medical cars. Simphy
giva it to the nurss or physician who is sesing you.

Specifically, the *For Clinicians” portion of the kit contains letters to doctors,

nurzas and other professionak at a hospital or elinic. Thass letters describe the
potential for intarferance with cartain glucoss monitors and test strips, and provide
inforrnation to lst them know the appropriate test maethods to use. The patient chart
stickar and hang tag provided in your kit are tools your clinician mey want to uss to
ramind them about your history, and can be attached to your medical chart.

Mecklace

Protect Yourself. Take These Steps Below.

*  |f you are & MedicAlert member, or a membsr of ancther medic al alert sarvice, be sure to
updats your medical information to indicate that you uss Extransal PO saolution. MedicAlart
can ba reachad at 1-288-623-4208 or at wwew.medicalart.org

+  |fyou are not a membsr of & medical alart sarvics, be sums to wear the EXtranaal PD solution
bracslst or necklace provided by Bescsrin your EXtransal PO Solution Patiant Kit - this could
halp sawe your life

*  Taks your Extranedl PD Solution Patient Kit with you to any medical appointmeants and visits
to the emamency mom or hospital

* |nform your emergsncy contacts (s.9., friends and family) about this informeation

If you require a replacement kit, please order one through your Baxter
HomeCare Services Representative (HCSR) Team at 1-800-284-3060.

Baxter Confidential
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A Pailent Training Tool | §

Glucose Monitor Manufacturers

The following list provides the names and contact information for manufacturers of today's
mizet common by used glucoss monitors and test strips. | iz included for efarsnce anby; you
o your PO nurse nesd to contact the manufactursr to ensure that your monitor and test strips
uze a method that doss not cause mahtoss interfersnce with tast results. This 1St dogs not
Indicate that Baxter & recommeanding thess products. You or your PD nurse should call
the manufacturar to varify if the monitor andéor test strip measures onby glucose. The list is
currant as of January 2071,

Manufacturer Contact Information
Abbott Disbates Cars SER-Eo0- RPN

wiwrw. abbottdiabst escanrs com
Arkrey S00-818-8277, Option #5

Wi, arkrEy usa.com

Bayer Haalthcans SO0-242-2100

wiww bayardisbetas com
Lifescan, Inc SO0-227-08e2
({Division of Johreon & Johnson) wivww lifescain. com
Rioche Diagnostics SO0-3E8-8072

www roche-diagnostics.com
wiwww.acciHchek.com

Baxter Confidential
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6 | Important Risk Information for All Patients

Important Risk Information for Extraneal (icodextrin) PD Solution

Do not use Extraneal PD solution if you:
* have a glycogen storage disease * have severe lactic acidosis
* cannot tolerate maltose or isomaltose ¢ are allergic to cornstarch or icodextrin

Extraneal may not be right for you. Before using Extraneal PD solution, tell your doctor about all
your medical conditions, including if you have:

* a condition that affects your nutrition * alung or breathing problem
* low potassium levels in your blood « high calcium levels in your blood
* low magnesium levels in your blood * had recent aortic graft surgery
* had stomach area: * have certain bowel conditions including:
* surgery in the past 30 days + colostomy or ileostomy
* tumors « frequent episodes of diverticulitis
* open wounds or an infection ¢ inflammatory bowel disease
¢ hernia

* are pregnant or plan to become pregnant. It is not known if Extraneal PD solution will
harm your unborn baby

* are breast-feeding. It is not known if Extraneal PD solution passes into your breast milk

Extraneal can cause serious side effects, including:

e Serious allergic reactions. Tell your doctor or get medical help right away if you get any of
these symptoms of a serious allergic reaction during treatment with Extraneal;

« swelling of your face, eyes, lips, tongue or mouth

* trouble swallowing or breathing

« skin rash, hives, sores in your mouth, on your eyelids, or in your eyes
* your skin blisters or peels

Common side effects of Extraneal PD solution include:

* Peritonitis, an infection in the peritoneal (abdominal) cavity, which is common in people on
peritoneal dialysis. Tell your doctor right away if you have any pain, redness, fever, or cloudy
drained fluid

* High blood pressure, nausea, headache, swelling, stomach area (abdomen) pain, chest pain,
increased cough, upset stomach, flu-like symptoms, high blood sugar

These are not all the possible side effects of Extraneal PD solution. For more information, ask your
doctor or dialysis center. Call your doctor for medical advice about side effects. You may report side
effects to FDA at 1-800-FDA-1088 or at www.fda.gov/medwatch.

For additional information please see the Extraneal PD Solution Medication Guide.
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A Patient Training Tool | 7

What you should know about Extraneal (icodextrin) PD Solution

1. It's important to do your dialysis daily as your doctor has
prescribed. Use Extraneal PD solution for your long dwell
(8 to 16 hours).

2. It's equally important to do your PD exchanges just as you were
taught, every time.

3. To track your progress, record your weight, blood pressure, and
how you feel every day. If there are any changes, be sure to let your
PD nurse know right away.

4. Always keep some 1.5% dextrose solution at home. Why?
¢ Using both 4.25% dextrose solution and Extraneal PD solution

may cause you to become dehydrated, and your doctor may direct ;:;;:—3—;
you to use 1.5% dextrose S
* If you are dehydrated, you may feel dizzy or become weak. Eree=—
Report these symptoms to your PD nurse or doctor immediately i‘;‘:,_.."j-‘;'&-ﬂ:‘f
5. Talk to you PD nurse or dialysis doctor about adding any i
medications to Extraneal PD solution. b
6. If you're a Continuous Ambulatory Peritoneal Dialysis (CAPD) patient 4
—and you notice a black-blue color in the drain line when switching from .
dextrose solutions to Extraneal PD solution — don’t worry. The color appears
when Extraneal PD soltution mixes with leftover povidone-iodine in the
MiniCap Disconnect Cap.
7. If you have insulin-dependent diabetes, pay attention to your insulin dose and

monitor your blood sugar levels when using Extraneal PD Solution. Here are
a few guidelines to follow:

* Only use glucose-specific monitors and test strips to measure blood glucose levels

* See Important Risk Information about glucose monitors and test strips on Page 2
and the Extraneal Medication Guide for additional cautionary measures

¢ Be sure to check your blood sugar levels regularly

* Discuss any changes needed to your current insulin dosage with your PD nurse or dialysis
doctor. You may need to alter your insulin dose

8. Extraneal PD solution is best stored at room temperature: 68-77°F (20-25°C).
¢ Until you use it, keep Extraneal PD solution in its moisture barrier overpouch in its carton
* Avoid high heat (104°F/40°C) and protect from freezing
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Attachment 3

EXTRANEAL Patient Kit

Baxter Confidential

Reference ID: 3460344



EXTRANEAL (icodextrin) Peritoneal Dialysis Solution Page 24 of 42
Risk Evaluation and Mitigation Strategy NDA 21-321

EXTRANEAL PATIENT KIT: DEAR PATIENT LETTER

Attention EXTRANEAL Patient

Important Information About EXTRANEAL (icodextrin)
Peritoneal Dialysis (PD) Solution and Measuring Blood Sugar

Dear Patient,

This Patient Kit was designed to help inform you about the risk of false blood glucose (sugar) readings while using
EXTRAMNEAL (icodextrin) Peritoneal Dialysis (FD) solution. Your PD nurse should have reviewed the content of this kit,
and what you need to know when measuring blood sugar. If your PD nurse has not reviewed this information with
you, please call your PD nurse right away.

EXTRAMEAL contains maltose, which can react with certain blood glucose monitors and test strips. Using EXTRANEAL
may cause a false (incorrect) high blood sugar reading or may hide a blood sugar reading that is actually very low. Do not
use any blood glucose monitors or test strips that use:

+ glucose dehydrogenase pyrroloquinolinequinone (GDH-PQQ)
+ glucose-dye-oxidoreductase (GDO)
+ glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) (some, but not all)

A false blood sugar reading could lead you to take too much insulin or wait too long to treat low blood sugar. You could
have serious reactions including:

+ loss of consciousness (passing out)

+  coma
+ permanent neurological problems
+ death

Call the manufacturer of your blood glucose monitor and test strips to make sure that the maltose in EXTRANEAL will not
affect your blood sugar test results. For a list of toll free numbers for glucose monitor and test strip manufacturers, see
page 5 in the Patient Training Tool or go to www.glucosesafety.com.

Your Patient Kit
Your Patient Kit contains materials to help you share important risk information with healthcare professionals that treat
you. Please read the Patient Training Tool for important information you need to know while taking EXTRANEAL.

Your kit also contains a bracelet and necklace. Please wear one of these alerts at all times to help protect you in an
emergency situation.

In addition, you should have received a wallet card during training from your PD nurse. Extra wallet cards are provided in
your Patient Kit. Fill out the wallet card. It is important to always carry this card with you, as it can help you share this risk
information.

Letters for you to give to the healthcare providers that see you outside of your PD clinic are also included. Bring your
EXTRAMNEAL Patient Kit with you whenever you receive medical attention. This would include a scheduled appointment or
emergency room or any hospital visit. Make family and friends aware of the kit and tell them to bring your kit to the hospital
if you can not bring it yourself.

If you lose any of the items or need a replacement, please order these items though the Baxter HomeCare Services
Representative Team. You may call 1-800-284-4060 to order.

Please see the enclosed Medication Guide for more safety information.

If you have any questions about EXTRANEAL PD solution or measuring blood sugar, please contact you PD nurse right
away.

Sincerely,

Your Baxter Support Team

Please see Important Risk Information on reverse side and enclosed Medication Guide.

Baxter Confidential
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EXTRANEAL PATIENT KIT: DEAR PATIENT LETTER (continued)

INDICATION FOR PATIENTS

EXTRANEAL is indicated for a single daily exchange for the long (8- to 16-hour) dwell during continuous ambulatory
peritoneal dialysis (CAPD) or automated peritoneal dialysis (APD) for the management of end-stage renal disease.
EXTRANEAL is also indicated to improve (compared to 4.25% dextrose) long-dwell ultrafiltration and clearance of
creatinine and urea nitrogen in patients with high average or greater transport characteristics, as defined using the
peritoneal equilibration test (PET).

IMPORTANT RISK INFORMATION FOR PATIENTS

EXTRANEAL FD solution contains maltose, which can react with certain blood glucose (blood sugar) monitors and test
strips.

+ Using EXTRANEAL PD solution may cause a false (incorrect) high blood sugar reading or may hide a blood sugar
reading that is actually very low. This kind of false reading means that your blood sugar may really be too low even
though the test says that it is normal or high. This can lead to dangerous side effects

+  Only use a glucose-specific monitor and test strips to monitor your blood glucose when being treated with
EXTRANEAL and approximately 2 weeks after stopping EXTRANEAL

« If you are hospitalized or go to an emergency room, take your EXTRANEAL PD Solution Patient Kit along with
you and tell the hospital staff that you use EXTRANEAL PD solution so that they use the right kind of blood
glucose monitor and test strips for you

+ Taking too much insulin or waiting too long to treat low blood sugar can cause you to have serious reactions
including: loss of consciousness (passing out), coma, permanent neurological problems, or death

Do not use EXTRANEAL FD solution if you:
+ have a glycogen storage disease » have severe lactic acidosis
+ cannot tolerate maltose or isomaltose » are allergic to cornstarch or icodextrin

EXTRANEAL may not be right for you. Before using EXTRANEAL PD solution, tell your doctor about all your medical
conditions, including if you have:

+ a condition that affects your nutrition + alung or breathing problem
+  low potassium levels in your blood * high calcium levels in your blood
+  low magnesium levels in your blood + had recent aortic graft surgery
+ had stomach area: + have certain bowel conditions including:
» surgery in the past 30 days +  colostomy or ileostomy
»  tumors + frequent episodes of diverticulitis
» open wounds or an infection + Iinflammatory bowel disease
» hernia

+ are pregnant or plan to become pregnant. It is not known if EXTRANEAL PD solution will harm your unborn baby
+ are breast-feeding. Itis not known if EXTRANEAL PD solution passes into your breast milk
EXTRANEAL can cause serious side effects, including:

Serious allergic reactions. Tell your doctor or get medical help right away if you get any of these symptoms of a serious
allergic reaction during treatment with EXTRANEAL,;

+ swelling of your face, eyes, lips, tongue or mouth

+  trouble swallowing or breathing

+ skin rash, hives, sores in your mouth, an your eyelids, or in your eyes
+  your skin blisters and peels

Commaon side effects of EXTRANEAL FPD solution include:

+  Peritonitis, an infection in the peritoneal (abdominal) cavity, which is common in people on peritoneal dialysis. Tell your
doctor right away If you have any pain, redness, fever, or cloudy drained fluid

+  High blood pressure, nausea, headache, swelling, stomach area (abdomen) pain, chest pain, increased cough, upset
stomach, flu-like symptoms, high blood sugar

These are not all the possible side effects of EXTRANEAL PD solution. For more information, ask your doctor or dialysis
center. Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088 or at
www.fda.govimedwatch.

For additional information please see the EXTRANEAL PD Solution Medication Guide.

Bauter and Exfraneal are trademarks of Baxter Intemational Inc. 07-27-83-310 01/11
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EXTRANEAL PATIENT KIT: WALLET CARD:

WARNING
Potential for Incorrect Blood Glucose Reading

ONLY use glucose-specific monitors and test strips on this peritoneal dialysis patient.
Some glucose monitors are not glucose-specific and cannot tell the difference hetween
glucose and other sugars in the blood (e.g., maltose, a metabolite of icodextrin). Use
laboratory-based methods, if available or a glucose-specific monitor and test strips.

DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrrologuinolinequinone
(GDH-PQQ) or glucose-dye-oxidoreductase methods. In addition, some but not all monitors or test
strips that utilize a glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) method must not

be used. Use of these methods may result in falsely elevated blood glucose readings in patients using
Extraneal (icodextrin) Peritoneal Dialysis Solution due to maltose interference. Falsely elevated blood
glucose readings may mask true hypoglycemia or lead to the erroneous diagnosis of hyperglycemia.
Treatment decisions based on incorrect blood glucose readings may lead to life-threatening events.

Visit www.glucosesafety.com for additional information, including

a glucose monitor compatibility list. Baxter

See reverse side for warnings

Is using EXTRANEAL (icodextrin)
peritoneal dialysis solution

Emergency Contact Information

Nephrologist
PD Nurse/Center
Other Contact

Baxter and Extraneal are trademarks of Baxter International Inc. 07-27-65-900 01/11
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EXTRANEAL PATIENT KIT: WEARABLE ITEMS:

Bracelet

WARNING Potential for _
incorrect blood glucose read!ng.1
Contact 1-888-736-2543 option 1,
or www.glucosesafety.com

Baxter Confidential
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EXTRANEAL PATIENT KIT: WEARABLE ITEMS (continued):

FRONT

Pendant

RNING Potential for
incorrect blood glucose reading.

;/\NA

'. Contact 1

\

'\\ .
-

BACK

O

)
| -888-736-2543 option 1,

or www.glucosesafety.com
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EXTRANEAL PATIENT KIT: CHART STICKER

WARNING

Potential for Incorrect Blood Glucose Reading

DNLY use glucose-specific monitors and test strips on this peritoneal dialysis patient.
Some glucose monitors are not glucose-specific and cannot tell the difference hetween
glucose and other sugars in the hlood (e.g., maltose, a metabolite of icodextrin). Use
laboratory-based methods, if available or a glucose-specific monitor and test strips.
DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrrologuinolinequinone
(GDH-PQQ) or glucose-dye-oxidoreductase methods. In addition, some but nat all monitors or test strips
. - . that utilize a glucose dehydrogenase flavin-adenine dinuclestide (GDH-FAD) method must not be used.
Is using EXTRANEAL (icodexirin) Use of these grnethnds rnayy regult in falsely elevated blood glucnsé readings)in patients using Extraneal

peritoneal dialysis solution (icodexdrin) Peritoneal Dialysis Solution due to maltose interference. Falsely elevated blood glucose
readings may mask true hypoglycemia or lead to the erroneous diagnosis of hyperglycemia. Treatment
BaxEker b ndetmeal aetaenaks o decisions based on incorrect blood glucose readings may lead to life-threatening events.
Baiter International Inc. 07-27-65-004 011 fisit www. glucosesafety.com for additional information, including a glucose monitor compatibility list.
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EXTRANEAL PATIENT KIT: MAGNETIC HANG TAG

WARNING

Potential for Incorrect
Blood Glucose Reading

Is using EXTRAMEAL {icodexirin)
peritoneal dialysis solution

OMLY use glucose-specific monilors and test sirips

on his peritoneal dialysis patient. Some glucose
manftors are not glucose-specilic and cannot 1211 the
difference between glucose and other sugars in the
blood {#.0., maltose, a metabolite of ieadexirin). Use
laboratory-based methads, if available ora glucose-
speeilic menitor and test strips.

DOMOT LEA Qucosa montors or est §rips hat wliss gucos
defiyrogenasa pyr mkcguinalnequinong | GOH-POG) o glucose-
dye-cddoreductaa mahods. In addkon, some ouk nof dl mandors
or fest si7ips Hiak iz uoss dehydrogeness davin-adenine
dinuziactide [GOH-FAD) malhod muek nol be used Liss ol thesa
methocs mey resut Infalsaly dovated bicod lucasa raadings n
patlents winig Extraneal (1Godeing Pedtonaal Didysk Solton
duerko maitse Inkeerance. Falsel elevaled blocd glucoss redngs
My mesk Fua hypoghyremia or lead bo Hie sronscus diagnoss

i by parg Ay Cesmia. Treatment dactsions based on Incomeet Diood
luctse readings may |eed 1o Iie-threstening everts.

WK W, gl ucsesaety oom Tor addtonal Imkrmetion, Induding

a glucose monitor competioity [1st

Bader aad Exhanel me radenaries o
Bader Internaticaal ke, 072765001 (41
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF

Attention Hospital Physician

WARNING
Potential For Incorrect Blood Glucose Reading

November 2010

Dear Hospital Physician,

Baxter Healthcare Corporation would like to notify you of Important Safety Information involving all patients who use
EXTRANEAL (icodextrin) Pentoneal Dialysis (PD) solution and who may require the use of blood glucose monitors and
test strips.

Patients using EXTRANEAL (icodextrin) peritoneal dialysis solution may have incorrect blood glucose results
when using particular blood glucose monitors and test strips.

ONLY use glucose monitors and test strips that are glucose-specific. Some glucose monitors are not glucose-
specific and cannot tell the difference between glucose and other sugars in the blood (e.g., maltose, a metabolite
of icodextrin). Use laboratory-based methods, if available or a glucose-specific monitor and test strips. Contact
the manufacturer of the glucose monitors and test strips to determine the method that is used. Visit
www.glucosesafety.com for additional information including a glucose monitor compatibility list.

The term “glucose-specific” applies to monitors or test strips that are not affected by the presence of maltose or certain
other sugars. Because EXTRANEAL (icodextrin) PD solution results in elevated blood levels of maltose, only glucose-
specific monitors and test strips should be used.

DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrroloquinolinequinone (GDH-
PQQ) or glucose-dye-oxidoreductase (GDO) methods. In addition, some but not all monitors or test strips that
utilize a glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) method must not be used. Use of these
methods may result in falsely elevated blood glucose readings in patients using EXTRANEAL (icodextrin) due to maltose
interference. A blood glucose reading with these monitors that appears to be within the normal range in a patient on
EXTRANEAL (icodextrin) may mask true hypoglycemia (low blood sugar). This would cause a patient or health care
professional not to take the appropriate steps to bring the blood sugar into a normal range. A falsely elevated blood
glucose reading could cause a patient to get more insulin than needed. Both of these situations can lead to life-threatening
events, including loss of consciousness, coma, permanent neurological damage or death

Additional considerations for patients who use EXTRANEAL (icodextrin) PD solution:

1. Discontinuing EXTRANEAL (icodextrin) PD solution use will not immediately address the risk for the potential
interference with glucose monitors. Falsely elevated glucose levels may result up to two weeks following cessation of
EXTRANEAL (icodexirin).

2. To determine what type of method is used for monitoring glucose levels, review the labeling for BOTH the glucose
monitor and the test strips used. If in doubt, contact the manufacturer of the glucose monitors and test strips to
determine the method that is used.

3. If your hospital uses electronic medical records, the above information describing the potential for interference with
blood glucose monitors or test strips needs to be entered in a suitable field that is readily apparent to all users.

For further information, refer to EXTRANEAL (icodextrin) PD solution prescribing information enclosed or visit

www glucosesafety.com.

| hope this information is helpful to you. If you have additional questions about EXTRANEAL (icodextrin) PD solution,

please contact your Baxter Renal Representative.

Sincerely,

James A. Sloand, MD
Senior Medical Director, Medical Affairs
Baxter Healthcare Corporation

Please see Important Risk Information on reverse side and enclosed Full Prescribing Information.
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

IMPORTANT RISK INFORMATION
EXTRANEAL {foodermn) Pertoneal Dialysis (PO Soiunion

Damgerous Drug-Devica Intaraciion

Only use glucoes-EpECiic moniors and 1257 Strips 1o measwre blood gucoss kevels In patients using EXTRANEAL (codestrn)
Perfonzal Dialysls Soiutken, Blood glucase maenitonng devices using glucose defydrogenass pymoioguingineguinons (G0H-
PO oF plucose-tye-medoneduciase (ED0)-basen meihods must ot be used. In andbien, some blood glucose mankizrng
BVEIEMS LEING gluches dehydrogenase favin-adening dnucieotie (G0H-SAD)-based menoos must not be used Uss of G0H-
PQQ, GO0, and GOH-FAD-Dased glucose manhors and 126t sips has resulted In faisely elevated glucose readinge fdue to ihe
presence of mahoss, 522 PRECAUTIONS/Drug/Laboratory Test Intaractions). alsely devated guoose readngs have led
pafients o hesath care providers b wiinhoid treaiment of hypogiycemia o to administer insuiin inappropriately. Both of these
ERuations have resuited In unrecognized mypoglycemia, which has lea to 088 of COMECIcUBNEss, COME, PEMManen: neursioghsal
gamage, and dea. Plasma kevels of EXTRAMNEAL (lcdesinn) and Bs metabollizs retum o baseine wiinin approximately 14
tiays foliowing cessation of EXTRANEAL {loodextin) adminksratizn. Thersfor Talsely elevaled glucose |Evels may be messured
U 10 twa weeds following cessation of EXTRANEAL (lcodextiring therapy when GDH-POG, GDO, and GDH-FAD based blood
glucose mankors and 1261 STIpE a2 usad.

Because GOH-POA. GO0, ang GOH-FAD-based binod glUCoss Mankans may be usad I hosplial setings, i s Important
{ha e heatn cane providers of pertonaal dialys!s patents Using EXTRAMEAL (leotexirn) canstuly review e product
Information of the binod glicos: f2Eing System, Inclusing that of test stips, o dessrmine ¥ M ystem = aporoprale for use with
EXTRAMEAL (icodasirin)

To avold Improper nsuln administrasion, educate patients to alert heaith cane providens of ks INferaction whenever May are
aomized tn the nospital.

The manufacturen;s) of ihe mankar and test siips should be contacted 0 determming I lcodesdnin or maltose causes Interference
or falsaly elevaied gucose readngs. For 3 list of foll fee numbers for giusase monitor and test SN ManUtaciunes, pleass
contact the Baxter Ranal Ciinlical Helpline 1-335-RENAL-HELP ar vislh wivi glucosasatety com.

EXTRAMNEAL PO salrion is contraingleated I patients Win 3 known aliergy to comstaren or lcodexinin, I patizrts with manass
or lsaomatiose Inolerance, In patients wih pre-existing severe laclic acidasls, and In patients with glycogen storage disease.

EXTRAMNEAL PD sokrion k= Intendad Tor inraparioneal adminisiration only. Mot for Intrasenous injecion

Faarely, senous nypersansiiviy reachions to EXTRAMEAL have been raporfed, such as waeic eploerma necrohysls, angloedema,
BETUM Slciness, enythema mutiforme, and lsukocyiosiastic vasculRs, If 3 senous reaction |5 suspected, discontnus
EXTRAMEAL and insitute appropriats freatmert 35 dinically Indicaled.

Patients win Insuiin-dependent dabesss may requie modiication of Insulin dosage folowing intalon of trestment.

A pelents volume stahus should b2 caresully monitored bo vold hypes o hypovolemia and polentially SEvere Cansaquences
Inciuding congestive neart fallurs, woiume depieton and hypowskemic shock. An accuraie Hud balance racand mus! be kept and
the patient's Body weight manhzned.

In cimical s, ihe most frequently reporizd adverss evenls ocouming In = 10% of patients. and mane comman In EXTRANEAL
P saiution patisnts than In contnol patents, were periontis, upper respiratony imeclan, hyperlension, and rash. The maost
comman treatment-related adverse event far EXTRAMEAL PO solution patients was skin rash. Addlonal adverse reactions
have been reported In the posk-marketing seting and are detaled in he full prescrbing Infonmaton.

General Parmonesl Dishysis-Relared
Encapsuiating Pertioneal Sciersls (EFS) 163 known, rare complication of pertonzal dialysks therapy. EPS has besn reporied
In patients wsing particnel dialysls soktions Incluging EXTRANEAL PO sohion. Infraquent but faal ouicomes have bean
rapored

Aseptic technigue shaukd be used Troughout e perioneal dlalvsls procedure % reduce the possiblity of Infecion, such 3s
pestioniiis.

FiLig stabus, nematoingic Indioes, biood chemistry, and sleciriye concantrations, INCluging c3lclum, potassium, sodum,
ITB;I'IEGLIIT and ohcarbonale, Ehould be monilored Fﬂ'll:dﬂal:f' Abnormraiies In any of hess parameiars EnoUid be treatzd
Prompdy under the cane of 3 physiclan.

Cwerinfusion of perioneal dialysls solution volume Inbo The perfionea cavity may be characterized by abdominal distention,
Tesding of fulness andsr shorness of breath. Treaiment of owarnfusion Is % drain the perfioneal dlalysls saiugon fram ihe
pertioreal cavty.

Traatment snould e Inilatzd and monitored under T supenision of 3 physiclan knowisdgesbie In he management of patients
with renal fallurs.

Please 8ea full prescrining Information.

Sawer 2rd Expacesl are radeTevie of Baver intematonal Isc. IT-I7-EE0E 01N
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

Attention Hospital Nurse

WARNING
Potential For Incorrect Blood Glucose Reading

November 2010

Dear Hospital Nurse,

Baxter Healthcare Corporation would like to notify you of Important Safety Information involving all patients who use
EXTRANEAL (icodextrin) Peritoneal Dialysis (PD) solution and who may require the use of blood glucose monitors and
test strips.

Patients using EXTRANEAL (icodextrin) peritoneal dialysis solution may have incorrect blood glucose results
when using particular blood glucose monitors and test strips.

ONLY use glucose monitors and test strips that are glucose-specific. Some glucose monitors are not glucose-
specific and cannot tell the difference between glucose and other sugars in the blood (e.g., maltose, a metabolite
of icodextrin). Use laboratory-based methods, if available or a glucose-specific monitor and test strips. Contact
the manufacturer of the glucose monitors and test strips to determine the method that is used. Visit
www.glucosesafety.com for additional information including a glucose monitor compatibility list.

The term “glucose-specific” applies to manitors or test strips that are not affected by the presence of maltose or certain
other sugars. Because EXTRANEAL (icodextrin) PD solution results in elevated blood levels of maltose, only glucose-
specific monitors and test strips should be used.

DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrroloquinolinequinone (GDH-
PQQ) or glucose-dye-oxidoreductase (GDO) methods. In addition, some but not all monitors or test strips that
utilize a glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) method must not be used. Use of these
methods may result in falsely elevated blood glucose readings in patients using EXTRANEAL (icodextrin) due to maltose
interference. A blood glucose reading with these monitors that appears to be within the normal range in a patient on
EXTRANEAL (icodextrin) may mask true hypoglycemia (low blood sugar). This would cause a patient or health care
professional not to take the appropriate steps to bring the blood sugar into a normal range. A falsely elevated blood
glucose reading could cause a patient to get more insulin than needed. Both of these situations can lead to life-threatening
events, including loss of consciousness, coma, permanent neuroclogical damage or death.

Additional considerations for patients who use EXTRANEAL (icodextrin) PD solution:

1. Discontinuing EXTRANEAL (icodextrin) PD solution use will not immediately address the risk for the potential
interference with glucose monitors. Falsely elevated glucose levels may result up to two weeks following cessation of
EXTRANEAL (icodextrin).

2. To determine what type of method is used for monitoring glucose levels, review the labeling for BOTH the glucose
monitor and the test strips used. If in doubt, contact the manufacturer of the glucose monitors and test strips to
determine the method that is used.

3. If your hospital uses electronic medical records, the above information describing the potential for interference with
blood glucose monitors or test strips needs to be entered in a suitable field that is readily apparent to all users.

For further information, refer to EXTRANEAL (icodextrin) PD solution prescribing information enclosed or visit

www.glucosesafety.com.

| hope this information is helpful to you. If you have additional gquestions about EXTRANEAL (icodextnin) PD solution,

please contact your Baxter Renal Representative.

Sincerely,

James A Sloand, MD
Senior Medical Director, Medical Affairs
Baxter Healthcare Caorporation

Please see Important Risk Information on reverse side and enclosed Full Prescribing Information.

Baxter Confidential
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

IMPORTANT RISK INFORMATION
EXTRANEAL flcodenmn) Pervoneal Dialysis (PD) Soimon

Dangerous Drug-Device Intaraction

Cnly use glucose-specific montors and ies? sirps 10 measure blood giucoss ievels In patlents using EXTRANEAL (codextrin
Permanzal Diahysls Soiution. Blood giucose monionng deviees using gucose defydrogenass pyrolcguinalinequinane (G0H-
POC) or glucose-dye-ouidoreductass (200)-based meihods must not be wsed. In aodton, some blood giucoes manhionng
sysiems using glucose dehydrogenase flavin-adenine dnucleclide (S0H-FADHased methods must not be used Use of GDH-
PG, GO0, and GOH-FAD-Dased glucose manhars and 1261 5TIpE Nas resulled In tasely elevated glucose r2adings (due o ihe
presence of makose, 52 PRECAUTIONS/DrugiLaboratory Test Intaractions). Falsely slevatzd gucose raadngs have led
peTents or heat care providens to wiinhald reatment of hypogiycemia or to administer Insuin nappropriasly. Soth of thess
sRuatians have resulted In unnecognized Mypogiycemia, which has led bo les of CONSCIoUENESS, COMA, permanent neuraioagical
damage, and dead. Plasma levels of EXTRAMEAL (lcodexiing and Bs metaboilies refumn o baseline wiinin approximately 14
days folkowing cessation of EXTRAMEAL {leodextnn adminisration. Thersfors falssly elevated gucose levets may ba messured
up %o twao weeks following cessalion of EXTRAMNEAL (lcodextring therapy when GOH-P&G, DO, and GDH-FAD based blood
glucose mankors and t26t 5TIpE are usad.

Because GOH-POQ, G0, and GDH-FAD-based biood glucose maniars may be usad n hospital s2ttings, & 1= important

that the hieatih care providers of pertoneal dialysks padents using EXTRANEAL (lcodexiring canefully review the product
Information o ine biood glusoss f2sing system, Incluging that of st sinps, 1o delerming © T2 system 15 sponopriate for uss with
EXTRAMEAL (lcadexinn)

To @vold Improper sl adminstraon, soucate patisnts o slert heath care providers of Ti Interaclion whanever ey are
admiTed o the hospital.

The manufacturens) of ihe mankar and test sifps should be contacted to determing I leodestin or maltose causes Interference
or falsely elevated gucose readngs. For 3 list of foll fee numbers for glucose monilor and best sifp manutacturers, please
contas: the Baxber Renal Clinical Helpline 1-335-RENAL-HELP or vislh wiwi.glucosasately.com.

EXTRAMEAL PD s0kgion ks containglcated In padents with 3 known alisgy to comslanch or lcoderin, Inpabients with mahoss
of lsomahose Imalerance, In patkems wiih pre-existing severe [actic acidosis, and In patients with giyoogen storage dsease.
EXTRANEAL FD saition s Intended for Inraparioneal adminksiration only. Mot for Imravenous infection.

Rarely, serious hypersensifvity reactions o EXTRANEAL hawe been reported, such 35 imic eplgermal necrolysis, angloedama,
BEFUM skciness, enythema mutiforme, and leukocyiociastic vasculls. If @ serous reaction is suspected, discontinue
EXTRAMEAL and Insituie approprias freatment as dinically Indicaled.

Faflerts witn Insulin-dependent dabesss may require modfication o Insulin dosaos "olowing miaion of reamment.

A patents valune status should be carsfuly monitorad bo avold hyper o hyposalemia and potentially severs conseqUEncas
Inchuding congestive heart fallure, walume depietion and hypovolemic shock. An accurate fiuld balance recand muss be kept and
the patiznt's Body weight maorhiored.

In clinical trials, the most frequently reporied adverse events occuming In = 10% of patients, and mane cammon In EXTRAMEAL
PO sodution patiznts than In control patients, were perfontis, upper respiratony infzctian, rypertersion, and rash. The mast
commean treatment-related adverse event far EXTRAMEAL PO salutlon pallents was skin rash. AddBonal adwerse reactions
hawve been reporied In the posl-marketing setting and are detaled In the full prescrbing Information.

Ganeral Pemonadl Dialysis-Relaed

Ericapeuizing Perfioneal Sclersls (EPS) Is 3 known, rare complcation of perionzal dialysls therapy, EPS has bean reporizd

In patients using perfioneal dialysls salutions Including EXTRAMEAL AT solutlan. Infrequent but fatal oulcames have bean
reported.

AsEptic fehnigue should be USed Soughout e perfaneal dlatysls procedure to reduse the pessiblity of Infection, such 3
pertioniis.

Fiuid status, nematoingic ndices, biood chemislry, and electriyle concentrations, Incluging calcum, potasslum, sodum,
magneskm and bicarbonate, ot be moniloren perincicaly. Abnonmalies In amy of 26e ParamiEars Bou be iegied
promply under the cane of 3 physiclan.

Cverinfusicn of partoneal dialysls solubion volume Into 2 perfoneal cavly may be characienzed by abdaminal distention,
fegiing of fulness andiar shorness of breath, Treaiment of ovarnfusion |5 1 drain the peritoneal dlalysls saison fom fhe
pertioneal cavty.

Treatment snould be Inftiaied and monitored under Mie Supenviskon of a physiclan knowiedgesbie In the maragement of pabents
with rend failurz.

Pleass aea full prascribing Informstion.

Sawer sng Svaresl e rsieminke of Savter infemational lec. 17-27-82500 01
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

Attention Hospital Pharmacy

WARNING
Potential For Incorrect Blood Glucose Reading

November 2010

Dear Director of Pharmacy,

Baxter Healthcare Corporation would like to notify you of Important Safety Information involving all patients who use
EXTRANEAL (icodextrin) Peritoneal Dialysis (PD) solution and who may require the use of blood glucose monitors and
test strips.

Patients using EXTRANEAL (icodextrin) peritoneal dialysis solution may have incorrect blood glucose results
when using particular blood glucose monitors and test strips.

ONLY use glucose monitors and test strips that are glucose-specific. Some glucose monitors are not glucose-
specific and cannot tell the difference between glucose and other sugars in the blood (e.g., maltose, a metaholite
of icodextrin). Use laboratory-based methods, if available or a glucose-specific monitor and test strips. Contact
the manufacturer of the glucose monitors and test strips to determine the method that is used. Visit
www.glucosesafety.com for additional information including a glucose monitor compatibility list.

The term “glucose-specific” applies to monitors or test strips that are not affected by the presence of maltose or certain
other sugars. Because EXTRANEAL (icodextrin) PD solution results in elevated blood levels of maltose, only glucose-
specific monitors and test strips should be used.

DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrroloquinelinequinone (GDH-
PQQ) or glucose-dye-oxidoreductase (GDO) methods. In addition, some but not all monitors or test strips that
utilize a glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) method should not be used. Use of

these methods may result in falsely elevated blood glucose readings in patients using EXTRANEAL (icodextrin) due to
maltose interference. A blood glucose reading with these monitors that appears to be within the normal range in a patient
on EXTRANEAL (icodextrin) may mask true hypoglycemia (low blood sugar). This would cause a patient or health care
professional not to take the appropriate steps to bring the blood sugar into a normal range. A falsely elevated blood
glucose reading could cause a patient to get more insulin than needed. Both of these situations can lead to life-threatening
events, including loss of consciousness, coma, permanent neurological damage or death.

Additional considerations for patients who use EXTRANEAL (icodextrin) PD sclution

1. Discontinuing EXTRANEAL (icodextrin) PD solution use will not immediately address the risk for the potential
interference with glucose monitors. Falsely elevated glucose levels may result up to two weeks following cessation of
EXTRANEAL (icodextrin)

2. To determine what type of method is used for monitoring glucose levels, review the labeling for BOTH the glucose
monitor and the test strips used. If in doubt, contact the manufacturer of the glucose monitors and test strips to
determine the method that is used.

3. If your hospital uses electronic medical records, the above information describing the potential for interference with
blood glucose monitors or test strips needs to be entered in a suitable field that is readily apparent to all users.

Faor further information, refer to EXTRANEAL (icodextrin) PD solution prescribing information enclosed or visit
www.glucosesafety.com.

| hope this information is helpful to you. If you have additional questions about EXTRANEAL (icodextrin) PD solution,
please contact your Baxter Renal Representative.

Sincerely,

James A Sloand, MD
Senior Medical Director, Medical Affairs
Baxter Healthcare Corporation

Please see Important Risk Information on reverse side and enclosed Full Prescribing Information.

Baxter Confidential
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

IMPORTANT RISK INFORMATION
EXTRANEAL fleodainmn) Peronsal Dialysis (PD) Solumon

Dangerous Drug-Device Intaraciion

Cnly use glucose-EpEctic MONTrs and 1257 SDs 10 measure blood giucoss levels In patients usng EXTRANEAL (codssin)
Fermaneal Dialysls Solution. Blood gucase manionng devices using gucoss defydrogenass pymoloquinalinegquinone (E0H-
Fiziz) or glucoss-oye-owidoneductass (G00)-0ase0 meinods must nat be used. In aodibior, soms Slood gucose manionrg
Byslems Using gluctes dehydrogenase iavin-adening dnucleotise (GDH-FAD-Dased mehods must not be used. Use of GOH-
Fiziz, 200, and GOH-FAD-DaEed glucose monkars and 126t 57ips Nas resuibed In takely slevatsd glucoss raadings jdue o ine
presence of makoss, sae PRECAUTIONS/DrugiLaboratory Test Interactions). Falsaly elevales gucose resdngs have led
palents or healh cane providers bo wiihhold reatment of lypoglycemia or to administer insulln Inapproprizely. Both of these
sRkuations have resuibed In unrecognized hypogiyoemia, which has led bo less of COMNSCIOUENESE, COMA, permanent neuroiogical
gamage, and deam. Plasma levels of EXTRAMNEAL (icodesirin) and Bs metaballizs retum o baseine whnin approximatzly 14
s folowing cessation of EXTRAMEAL (loadexining adminisiration. Thersfors Talsaly elevaled gucose [Evels may be measured
U 50 twa weess following cessalion of EXTRANEAL (lcodextrin) therapy when GOH-PQE. GD0, and 5DH-FAD based blood
glucose mankars and 126t STIpE are used.

Because GDH-POQ, GDC, ang GOH-FAD-based biod glucoss Mankars may e usad I nospital setings, i s Importan:
{ha: e healtn cane providers of pentonzal dialys!s Patents using EXTRAMEAL (Icooexirn) canstuly review the product
Information of the biood glucoss =Eing System, Inclusing that of test strips, o delarming ¥ Me Eystem s appropriale for us2 with
EXTRAMEAL jicodzsinn,

To avold Improper Insuln administration, egucabs patiants to alert heaith cane providers of is INferaction whanever ey e
anmized tn the nospital.

The manufacturens) of ihe mankor and test sinps should be contacted w0 determing I icodesiin or mallose casses InErMerence
or falsaly elevaied gucose readngs. For 3 1157 of foll fee numbers for giucase monitor and test ST ManUracures, pleass
contact ine Baxber Ranal Ciinlcal Halpline 1-885-RENAL-HELP ar vislh wiva.glucosesalsty com.

EXTRAMNEAL PD s0ktion ks confraingicated In pademnts with 3 known alissgy to comslarn or lcodedrin, In palients with mafoss
of lsomatiass Imalerance, In patisnts wiin pre-exishing ssvene acc acklosls, and In patiznts with gyoogen storage disesase

EXTRANEAL PD sokrtion ks Intended Tor intraperioneal adminksration only. Mot for Intravenous Injecion.

Rarely, serious hypersensitivity reachons to EXTRAMEAL have been reported, such as ioxdc eplderma necrolysls, angloedema,
BEFUM skeiness, enythema mutiforme, and leukocyociastic vasculls. If a serous reaction ks suEpecied, discontinus
EXTRAMEAL and Insituie appropriate treaiment 35 dinically Indicated.

Palients win Inzulin-dependent dabesss may requie modiication of Insulin dosage folowing intaion of trestment.

A peEnt's volume Siahus should B2 caresully monitored b void hypers or hypovolemia and polentially SEvEre Gansaquences
Inchuding congestive neart fallura, wolume depietion and hypowskemic shock An accurate Muid balance racand mus! e kept and
tre patiant's Body weight monharsd.

In ciinical s, the most irequenty reporizd adverss evenls occuring In = 10% of patients, and mane comman In EXTRANEAL
PO saiution patisnts than In contnol patents, were perioniis, uppsr raspiralony imectian, hyperiension, and rash. The most
common treatment-relaled adverse event far EXTRAMEAL PO solution patients was skin rash. AddRonal adverse reactions
have bieen reported In the posk-marketing setng and are detaled in the Tull prescrbing Information.

General Peroneal Dialysis-Relared
Encapsuiating Pertioneal Sclensls {EFS) 163 known, rare complication of pertonzal dialyss theragy. EPS has besn reporied
In patients wsing particnel dialysls sokrions Incluging EXTRANEAL PO sohriian. Infragquert but T2:3 oulcomes have bean
rapored

Aseptic technique shaoukd b2 used Tnoughout e pertioneal dlalysis procesture 5 reduce the possiblity of Infestion, such 3s
pestioniiis.

P stabus, hematoiogic Indioes, biood chemistry, and slectriyis concantrations, InCluging c3lchum, potassium, sodum,
ITla;ﬂEELIIT and Dicarbonale, Ehould b2 monllored Fﬂ'll:dﬂal:f' Anromaiies in amy of thees parametars EhoUid b2 treated
Prompay undsr the cane of 3 physiclan.

Cwerinfusion of perioneal dialysls solution volume Inbo The perfioneal cavity may be characterzed by abdaminal disbention,
Tesding of fulness andior shoriness of breath. Teaiment of ovarnfusion |5 %0 drain the perfioneal dialysls siudon from he
perticneal cavty.

Treatment should be Inflated and monilored under Tig Gupervision of 3 physiclan knowledgesbie In e management of pallents
with renal fallure.

Pleass aea full preecribing Information.

Sawer ard Experesl ere radeTevks of Saver intematonal s, IT-IT-EEH00 0UM
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

Attention Laboratory Services

WARNING
Potential For Incorrect Blood Glucose Reading

November 2010

Dear Director of Laboratory Services,

Baxter Healthcare Corporation would like to notify you of Important Safety Information involving all patients who use
EXTRANEAL (icodextrin) Peritoneal Dialysis (PD) solution and who may require the use of blood glucose monitors and
test strips.

Patients using EXTRANEAL (icodextrin) peritoneal dialysis solution may have incorrect blood glucose results
when using particular blood glucose monitors and test strips.

ONLY use glucose monitors and test strips that are glucose-specific. Some glucose monitors are not glucose-
specific and cannot tell the difference between glucose and other sugars in the blood (e.g., maltose, a metabolite
of icodextrin). Use laboratory-based methods, if available or a glucose-specific monitor and test strips. Contact
the manufacturer of the glucose monitors and test strips to determine the method that is used. Visit
www.glucosesafety.com for additional information including a glucose monitor compatibility list.

The term “glucose-specific” applies to monitors or test strips that are not affected by the presence of maltose or certain
other sugars. Because EXTRANEAL (icodextrin) PD solution results in elevated blood levels of maltose, only glucose-
specific monitors and test strips should be used.

DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrroloquinolinequinone (GDH-
PQQ) or glucose-dye-oxidoreductase (GDO) methods. In addition, some but not all monitors or test strips that
utilize a glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) method must not be used. Use of these
methods may result in falsely elevated blood glucose readings in patients using EXTRANEAL (icodextrin) due to maltose
interference. A blood glucose reading with these monitors that appears to be within the normal range in a patient on
EXTRANEAL (icodextrin) may mask true hypoglycemia (low blood sugar). This would cause a patient or health care
professional not to take the appropriate steps to bring the blood sugar into a normal range. A falsely elevated blood
glucose reading could cause a patient to get more insulin than needed. Both of these situations can lead to life-threatening
events, including loss of consciousness, coma, permanent neurological damage or death.

Additional considerations for patients who use EXTRANEAL (icodextrin) PD solution

1. Discontinuing EXTRANEAL (icodextrin) PD solution use will not immediately address the risk for the potential
interference with glucose monitors. Falsely elevated glucose levels may result up to two weeks following cessation of
EXTRANEAL (icodextrin)

2. Todetermine what type of method is used for monitoring glucose levels, review the labeling for BOTH the glucose
monitor and the test strips used. If in doubt, contact the manufacturer of the glucose monitors and test strips to
determine the method that is used.

3. If your hospital uses electronic medical records, the above information describing the potential for interference with
blood glucose monitors or test strips needs to be entered in a suitable field that is readily apparent to all users.

For further information, refer to EXTRANEAL (icodextrin) PD solution prescribing information enclosed or visit

www.glucosesafety.com.

| hope this information is helpful to you. If you have additional questions about EXTRANEAL (icodextrin) PD solution,

please contact your Baxter Renal Representative.

Sincerely,

James A Sloand, MD
Senior Medical Director, Medical Affairs
Baxter Healthcare Corporation

Please see Important Risk Information on reverse side and enclosed Full Prescribing Information.

Baxter Confidential
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EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

IMPORTANT RISK INFORMATICN
EXTRANEAL ficodexmn) Perronesl Dialyss (PD) SHUTon

Dangerous Drug-Device Intaraction

Cnly use glucose-gpecific montons and ies? sirps 0 measure blood giucose ievels In patlents using EXTRANEAL (codextrin
Permaneal Diatvels Solution. Blood giucose monionng devices using gucose denydrogenass pyrolcguinalnequinane (G0H-
PCiC) or glucose-dye-oxikdoreductase (C00)-based methods must not be used. In aodton, some biood giucoss menhionng
Eyshens Using gluctes dehydrogenase fiavin-adening dnuclzotte JS0H-FADHased memods must ot be used Usa of GOH-
PG, GO0, and GOH-FAD-based glucose manhars and 1est sirips has resulted In faksely elevated glucose readings {due fo the
presence of makose, see PRECAUTIONS/DrugiLaboratory Test Intaractions). Falsely slevalzd gucose radngs have led
peencs oF heat care providens o wiinhald reatment of hypogycemia or to admiister Insuln nappropriasly. Soth of tness
shuatians have resulted In unnecognized Mypogiycemia, which has led bo less of CONSCIoUENESS, COMA, permanent neuroiagical
damage, and deah. Plasma levels of EXTRAMEAL (lcodexinn) and Bs metaboilies refum o baseline wiinin approximatety 14
diays foliowing cessation of EXTRAMEAL {lsodextnin adminksoration. Thersfons falsaly elevated gucose levets may ba measured
U %0 two weeds following cessalion of EXTRAMNEAL (lcodextrin therapy when GOH-PQG, DO, and GDH-FAD basad biood
glucose manhars and 1est sTips are usad.

Because GOH-PRQ, GO0, ang GDH-FAD-based Diood glucoee maniars may be usad In hospital settings, | 1= important

thiat he heath care providers of pentoneal dialyss palents using SXTRANEAL (lcodextrng canefuly review the product
Information o ine biood glusoss f2sing system, Inclusing that of st sinps, 1o determing © T2 system 15 sponopriate for uss with
EXTRAMEAL {lcodesinin).

To awold Improper insulln adminisiration, educate patients o alert health care providers of Tils Inferaciion wheneser they are
admized o the hospital.

Thie manufacturens) of the maniar and test sinps should be comtached 2o delerming I ioodesiin or mallese causes Interference
of falsely elevaled glucose readnigs. For a list of oll free numbers for glucase monltor and test sifp manutacturers, please
contas: the Baxber Renal Clinical Helpline 1-335-RENAL-HELP or visll wiwi.glucosasately.com.

EXTRAMEAL PD s0krion ks containglcated In padents with 3 known alisrgy to comslanch or lcoderin, Inpakients with mahoss
of isomaliase Imolerance, In patients wiin pre-exeling severs lacic acidosis, and In patients with giycogen slorage dsease.

EXTRAMEAL FD salfion ks Intended for ntraparionesl adminisiration cniy. Mot for Infravenaus njection

Rarely, serious nypersenstiviy reactions o EXTRAMEAL have been reported, such as wowic eploermal necrolysls, angloedsma,
BErUM skciness, enythema mutiforme, and lsukocyiociastic vasculls. IF @ senous reaction ks suEpecled, discontnue
EXTRAMEAL and sihuie appropriae treatment 3s dinically Indicated.

Pallents win Insulin-dependent dabetes may require modiication of Insuln dosage foliowing Intiation of treaiment

A patents valume status should be carefuly monitored bo avold hyper- or rypovalemia and potentially severe conseqUences
Inchuding congestive heart fallurs, wolume depietion and hypovolemic shook. An accurate fiuld batance recand must be kept and
it patient's body welght monliorad.

In clinical trials, the most frequently reporied adverse events occuming In = 10% of patients, and mane common In EXTRANEAL
PO soiution patiznts than In comtnl patents, were perfoniis, upper respiratony imfection, rypertersion, and rash. The mast
common treatment-relzied adverse event for EXTRAMEAL PO solrion patlents was skin rash. Addmonal adverse reachons
have been reported In the post-marketing sebfing and are detalied In the full preseribing Information.

Ganeral Femonedl Dialysis-Relaed

Ercapeuizing Perfioneal Sclergsls (EPE) Is 3 known, rare camplcation of perfonzal dialysls therapy. EPS has bean reporieg
In patients using pertoreal dalysls salrions Incluging EXTRAMEAL PO saiufion. Infrequent but fatal outcames have been
reported

AsEpHC iechnique should be used Tinoughout e perfioneal dlatysls procedune (o reduce the possibl ity of Infection, such as
pertiontiis.

Fluid status, ematologlc indices, biood chemistry, and electrolyte concanirations, Incluging calcium, potassium, sodum,
miagnesium and bicarbanate, should be monitored periodically. Abnommaliies In anmy of thege parameters should be freated
prompdy under the cane of 3 physiclan.

Cvernfuslon of pertonzal dialysks solution volume Into Se perfoneal cavly may be characierized by sbdaminal distention,
fesiing of fulness andsor shorness of breath. Treatment of cvarnlusion |5 2 dran the perfioneal dlalysls salfon fom he
pertioneal canty.

Treatment shouk be Infigied and menilored under e sUpEnvision of 3 physiclan knowledgesbie In the maregement of palients
with rendl fallura.

Pleass aea full prascribing Informestion.

Sarer snd Exranesl e Pademivke of Saecer infematonal lsc. I7-27-82407 011

Baxter Confidential

Reference ID: 3460344



EXTRANEAL (icodextrin) Peritoneal Dialysis Solution Page 39 of 42
Risk Evaluation and Mitigation Strategy NDA 21-321

EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

Attention Hospital Admissions Staff

WARNING
Potential For Incorrect Blood Glucose Reading

Movember 2010

Dear Hospital Admissions Staff,

Baxter Healthcare Corporation would like to notify you of Important Safety Information involving all patients who use
EXTRANEAL (icodextrin) Peritoneal Dialysis (FD) solution and who may require the use of blood glucose monitors and
test strips.

Patients using EXTRANEAL (icodextrin) peritoneal dialysis solution may have incorrect blood glucose results
when using particular blood glucose monitors and test strips.

ONLY use glucose monitors and test strips that are glucose-specific. Some glucose monitors are not glucose-
specific and cannot tell the difference between glucose and other sugars in the blood (e.g., maltose, a metabolite
of icodextrin). Use lahoratory-based methods, if available or a glucose-specific monitor and test strips. Contact
the manufacturer of the glucose monitors and test strips to determine the method that is used. Visit
www.glucosesafety.com for additional information including a glucose monitor compatibility list.

The term “glucose-specific” applies to monitors or test strips that are not affected by the presence of maltose or certain
other sugars. Because EXTRANEAL (icodextrin) PD solution results in elevated blood levels of maltose, only glucose-
specific monitors and test strips should be used.

DO NOT use glucose monitors or test strips that utilize glucose dehydrogenase pyrroloquinolinequinone (GDH-
PQQ) or glucose-dye-oxidoreductase (GDO) methods. In addition, some but not all monitors or test strips that
utilize a glucose dehydrogenase flavin-adenine dinucleotide (GDH-FAD) method must not be used. Use of these
methods may result in falsely elevated blood glucose readings in patients using EXTRANEAL (icodextrin) due to maltose
interference. A blood glucose reading with these monitors that appears to be within the normal range in a patient on
EXTRANEAL (icodextrin) may mask true hypoglycemia (low blood sugar). This would cause a patient or health care
professional not to take the appropriate steps to bring the blood sugar into a normal range. A falsely elevated blood
glucose reading could cause a patient to get more insulin than needed. Both of these situations can lead to life-threatening
events, including loss of consciousness, coma, permanent neurological damage or death.

Additional considerations for patients who use EXTRANEAL (icodextrin) PD solution:

1. Discontinuing EXTRANEAL (icodextrin) PD solution use will not immediately address the risk for the potential
interference with glucose monitors. Falsely elevated glucose levels may result up to two weeks following cessation of
EXTRANEAL (icodextrin).

2. To determine what type of method is used for monitoring glucose levels, review the labeling for BOTH the glucose
monitor and the test strips used. If in doubt, contact the manufacturer of the glucose monitors and test strips to
determine the method that is used.

3. If your hospital uses electronic medical records, the above information describing the potential for interference with
blood glucose monitors or test strips needs to be entered in a suitable field that is readily apparent to all users.

For further information, refer to EXTRANEAL (icodextrin) PD solution prescribing information enclosed or visit
www.glucosesafety.com.

| hope this information is helpful to you. If you have additional questions about EXTRANEAL (icodextrin) PD solution,
please contact your Baxter Renal Representative.

Sincerely,

James A Sloand, MD
Senior Medical Director, Medical Affairs
Baxter Healthcare Corporation

Please see Important Risk Information on reverse side and enclosed Full Prescribing Information.

Baxter Confidential

Reference ID: 3460344



EXTRANEAL (icodextrin) Peritoneal Dialysis Solution Page 40 of 42
Risk Evaluation and Mitigation Strategy NDA 21-321

EXTRANEAL PATIENT KIT: LETTERS TO HOSPITAL STAFF (continued)

IMPORTANT RISK INFORMATICN
EXTRANEAL ficodexmn) Perionesl Dialysis (PO) SHumien

Dangerous Drug-Devics Imtaraction

Cnly use glucose-specific montors and iest sinps 0 messure blood giucose levels In patients using EXTRANEAL (lcodexdrin
Permansal Distysls Solution. Blood giucose manionng devices using gucoss denydrogenass pymologuinalnequinane (E0H-
Pz or glucoss-oye-owidoreductase (Z00)-0ase0 meinods must Nt be used. In sodbion, some thood giucose maenhionrg
E¥shes Using gluctes dehydrogenase flavin-adening dnucleotte {SDH-FAD -asad memoos must notbe used. Uisa of GOH-
PCQ, DO, and GDH-FAD-based glucose mankars and f26t 5Trips nas: resuiked In falksely elevatied glucoes raadings fdue o ihe
presence of mahose, 522 PRECAUTIONS/DrugiLaboratory Test Interactions). Falsely elevaled glucose readngs have led
petents oF heath care providens bo wiinhald reatment of hypogiycemia or to administer Insuln inapproprialy. Soth of theess
shuations have resulbed In unrecognized Mypoghycamia, which has led bo Ioss of CoMSCIOUENESS, COMA, penmane neuroiegical
camage, and 0eam. Plasma keveds of EXTRANEAL (lcodexinng and =5 metaboilizs redumn 20 bassiing wiihin approximatzly 14
days foliowing cessalion of EXTARANEAL (lcodexinn adminkration. Thersfon falsaly elevated gucose leveks may ba messLred
L 20 tw0 weeds Toliowing cessation of EXTRANEAL (leodextring therapy when G0H-20Q, G000, and GDH-FAD based blood
pluzose mankars and t26t 57106 are usad.

Because GOH-POQ. GO0, and GDH-FAD-based biood glucose maniars may be used In hospital setiings, | 1S Important

triat ihe heath cane providens of pentongal dialysls patents using EXTRAMEAL (lcodextrm cansfuly review the product
Informalion of the biood glucass testing system, Including that of test sirips, to defermine ¥ e svslem I appropriate for use with
EXTRAMEAL (keadesinn)

To avold Improper Insulin adminisiration, egucats patisnts o alert health care prosddars of Tis Interaction whanever thay are
admited o the hospital.

Thie manufacturens) of ihe mankar and test siips should be contacted 0 detemming I lcodesdin or mallose causes Interference
of falsaly elevated gucose readngs. For 3 lis2 of boll fee numbers for giusase monitor and test S ManUtaciunes, pleass
contact the Baxter Renal Clinlical Helpline 1-335-RENAL-HELP ar vislt wivi.glucosasafety com.

EXTRAMEAL PO salrion is contraingleated In patents Win 3 known aliergy to comstarcn or lcodextin, in patizrts with manass
or lsomahose Inokerance, In patients wih pre-existing severe laclic acidosls, and In patients with glycogen storage disease.

EXTRAMEAL PO solrion is Inlended for iInvapertoneal adminisration only. Mot for infravenaus Infection.

Rarely, serlous hypersensiiviy reactions o EXTRAMEAL have been reported. such as toeie eploermal mecrohyels, angloedema,
BEUM Skciness, enythema muliforme, and leukoCyockastic vascullls. If 3 serous reaction ks suEpected, discontinue
EXTRAMEAL and Insihuie appropriate regiment 35 dinically Indicated.

Fallents with Insulin-dependent dabetes may require madflcalion of Insulln dosage foliowing inflalion of treatment.

A peEnt's volume stalus should be caresuly monitored bo @void hypes o hypowslemia and polentlally SEvere CansaquUenceas
Inciuding congestive neart fallurs, wolume depietion and hypovslemic shock. An accuraie fud balance racand must be kept and
{he patiznt's Body weight manhzred,

I cinical Irias, the most frequently reponi=d adverss events ccouring In @ 10% of patients. and mane comman In EXTRANEAL
FO soiution patients ihan In contnol patents, were periontis, upper respirstony imfeclian, hyperension, and rash. The maost
commean treatment-related adverse event far EXTRAMEAL PO solution patients was skin rash. AddBonal adwarse reactions
have been reported In the post-markeing seting and are detaled in e full preserbing Infonmaton.

General Permones! Diskysts-Related
Encapsuiating Pertioneal Sciersls (EFS) 163 known, rare complication of pertonzal dialysts therapy. EPS has besn raporied
In patients using perticneal dialysls sokmions Including EXTRANEAL PO sohulian. Infrequert bul fatal ouicomes have bean
raported

Aseptic tzchnigue shoukd be used Mroughout e perkoneal olalvsls procedure % reduce the possiblity of Infecion, such as
pestioniiis.

FiLig status, nematoiogic Indioss, Hiood chemistry, and slecirlyls concantrations, INCluging calclum, potassium, sodum,
ITB;I'IEG’.IIT and Dicarbonale, should be monllored |:-eﬂnulnal]r Abnomrallies In ay ofthegs parameiars Enoud ba freaizd
Prompdy under the cane of a physiclan.

Cverinfusion of pertoneal dialysks solution volume Inbo Tie perfianea cavity may be characterized by abdaminal distention,
Tesding of fulness andior shorness of breath. Treaiment of ovarnfusion Is o drain the perfioneal dlalysls saiudon from he
perticreal cavty.

Traatmient snould be Iniiatzd and monitored under Mg supenasion of 3 physiclan knowiedgestie I the management of patents
with renal fallurs.

Please aea full praacribing Infommation.

Sawer and Edpacesl ore adeTevke of Baver infemafonal [sc. IT-27-E5500 01U
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EXTRANEAL PATIENT KIT: EXTRANEAL PACKAGE INSERT

Refer to NDA 21-312/S-021 or DailyMed for current Package Insert.
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EXTRANEAL PATIENT KIT: EXTRANEAL MEDICATION GUIDE

Refer to NDA 21-321/S-021 or DailyMed for current Medication Guide.
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